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COMPOSITIONS AND METHODS FOR
WEIGHT LOSS IN AT RISK PATIENT
POPULATIONS

INCORPORATION BY REFERENCE TO
RELATED APPLICATIONS

The present application is a continuation of U.S. applica-
tion Ser. No. 14/322,810, filed Jul. 2, 2014, now U.S. Pat. No.
8,969,371, which claims the benefit of priorities to U.S. Appl.
Nos. 61/913,216, filed Dec. 6, 2013; 61/914,938, filed Dec.
11, 2013; and 61/984,580, filed Apr. 25, 2014, each of which
is hereby incorporated by references in its entirety. Any and,
all priority claims identified in the Application Data Sheet, or
any correction thereto, are hereby incorporated by reference
under 37 CFR 1.57.

BACKGROUND

The present disclosure relates to compositions, kits, uses,
systems and methods for treating overweight and obesity
using naltrexone and bupropion, or pharmaceutically accept-
able salts thereof. In a preferred embodiment the subject is at
increased risk of adverse cardiovascular outcomes, and has
type-two diabetes for less than 6 years, or is a current smoker,
optionally that does not have type-two diabetes.

Obesity has been defined in terms of body mass index
(BMI). BMI is calculated as weight (kg)/[height (m)]*.
According to the guidelines of the U.S. Centers for Disecase
Control and Prevention (CDC) and the World Health Organi-
zation (WHO), for adults over 20 years old, BMI is catego-
rized as follows: below 18.5 is considered underweight, 18.5-
24.9 is considered normal, 25.0-29.9 is considered
overweight, and 30.0 and above is considered obese (World
Health Organization. Physical status: The use and interpreta-
tion of anthropometry. Geneva, Switzerland: World Health
Organization 1995. WHO Technical Report Series).

In most of the anti-obesity drug clinical studies, people
with type 1 or 2 diabetes and other serious medical conditions
such as increase risk of major adverse cardiovascular events
(MACE) are excluded. Major Adverse Cardiovascular Events
(“MACEs”) include three primary measurements: nonfatal
myocardial infarction (“MI”), nonfatal stroke, and cardiovas-
cular death. These major adverse cardiovascular events rep-
resent serious ischemic events and are widely used endpoints
in cardiovascular outcome trials.

SUMMARY

Some embodiments disclosed herein are related to meth-
ods of treating a subject for overweight or obesity, comprising
selecting an overweight or obese subject at increased risk of
adverse cardiovascular outcomes that has had type-two dia-
betes for a period of less than 6 years; and treating the subject
for overweight or obesity by administering to the subject a
daily dose of 32 mg of sustained release naltrexone, or a
pharmaceutically acceptable salt thereof and 360 mg bupro-
pion, or a pharmaceutically acceptable salt thereof, for a
period of at least 12 weeks.

Some embodiments disclosed herein are related to meth-
ods of treating a subject for overweight or obesity, comprising
selecting an overweight or obese subject at increased risk of
adverse cardiovascular outcomes that is a current smoker that
does not have type-two diabetes; and treating the subject for
overweight or obesity by administering to the subject a daily
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dose of 32 mg of sustained release naltrexone and 360 mg
bupropion, or a pharmaceutically acceptable salts thereof, for
a period of at least 12 weeks.

In some embodiments described herein, the subject was
administered about 8 mg of said sustained release naltrexone
ora pharmaceutically acceptable salt thereof and about 90 mg
of said sustained release bupropion or a pharmaceutically
acceptable salt thereof daily for a first week of treatment;
about 16 mg of said sustained release naltrexone or a phar-
maceutically acceptable salt thereof and about 180 mg of said
sustained release bupropion or a pharmaceutically acceptable
saltthereof daily for a second week of treatment; about 24 mg
of said sustained release naltrexone or a pharmaceutically
acceptable salt thereof and about 270 mg of said sustained
release bupropion or a pharmaceutically acceptable salt
thereof daily for a third week of treatment; and about 32 mg
of said sustained release naltrexone or a pharmaceutically
acceptable salt thereof and about 360 mg of said sustained
release bupropion or a pharmaceutically acceptable salt
thereof daily for a fourth week of treatment and any subse-
quent weeks of treatment.

In some embodiments described herein, the period of treat-
ment is at least 20 weeks.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1 is a graphic depiction of the study design of
Examples 1 and 2.

FIG. 2 illustrates the time to first major adverse cardiac
event (MACE) for patients receiving naltrexone and bupro-
pion (NB32) or placebo.

FIG. 3 illustrates the percent change in body weight from
baseline over time for patients receiving naltrexone and
bupropion (NB32) and placebo.

FIG. 4 illustrates the time to cardiovascular death for
patients receiving naltrexone and bupropion (NB32) or pla-
cebo.

FIG. 5 illustrates the time to first myocardial infarction for
patients receiving naltrexone and bupropion (NB32) or pla-
cebo.

FIG. 6 illustrates the time to first stroke for patients receiv-
ing naltrexone and bupropion (NB32) or placebo.

FIG. 7 illustrates the time to all-cause mortality for patients
receiving naltrexone and bupropion (NB32) or placebo.

FIG. 8 illustrates the mean change in systolic blood pres-
sure from baseline over time for patients receiving naltrexone
and bupropion (NB32) or placebo.

FIG. 9 illustrates the mean change in diastolic blood pres-
sure from baseline over time for patients receiving naltrexone
and bupropion (NB32) or placebo.

DETAILED DESCRIPTION

The combination of naltrexone SR and bupropion SR
(Contrave®, NB, or NB32) is being developed by Orexigen
Therapeutics, Inc. for treating overweight or obese individu-
als for weight loss and maintenance of weight loss. To explore
the risk of MACE in overweight and obese subjects treated
with naltrexone and bupropion, a double-blind, randomized,
placebo-controlled study designed to rule out excess cardio-
vascular (CV) risk in overweight and obese subjects at
increased risk of adverse CV outcomes was conducted. This
study, described in Example 1, was required by the FDA prior
to approval of Contrave because the active ingredients in
Contrave, particularly bupropion, were known to increase
blood pressure. The FDA was concerned that an increase in
blood pressure, while acceptable for the general population,
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would lead to an unacceptable increase in adverse cardiovas-
cular outcomes in an overweight/obese patient population.
Therefore, patients at higher risk of MACE were treated with
Contrave or placebo to determine if Contrave led to an unac-
ceptable increase in adverse cardiovascular outcomes.

Example 2 below summarizes some results of this clinical
study. Surprisingly, rather than increasing the occurrence of
MACE in this high risk patient population, the results indicate
that treatment with Naltrexone SR/Bupropion SR (Contrave)
decreases the occurrence of MACE in overweight and obese
subjects with cardiovascular risk factors. Briefly stated, fewer
subjects in the Naltrexone SR/Bupropion SR treatment group
experienced a MACE event compared to placebo. In addition,
a statistically significant effect on MACE was found for two
patient subgroups: patients who have type-2 diabetes for less
than 6 weeks, and patients who are current smokers. These
subgroups saw a reduction in the risk of MACE that was
greater than the general NB patient population tested.

In some embodiments, the subject (e.g., patient or patient
population) being treated by the methods disclosed herein is
overweight or obese and at increased risk of an adverse car-
diovascular event. In some embodiments, the MACE is car-
diovascular death, nonfatal myocardial infarction, nonfatal
stroke. In some embodiments, the overweight or obese sub-
ject at increased risk of adverse CV event or MACE has one
or more characteristics or suffers from one or more of: a
history of cardiovascular disease (CVD); a current confirmed
diagnosis or athigh likelihood of CVD; Type 1 diabetes; Type
2 diabetes; dyslipidemia, for example, elevated triglycerides,
elevated LDL, or low HDL; hypertension; past or current
smoker; a family history of CVD; a genetic predisposition of
CVD; unstable angina; cardiac arrhythmia; atrial fibrillation;
congestive heart failure; and stroke. In a preferred embodi-
ment, the subject is overweight or obese and at increased risk
of a major adverse cardiovascular event, and has Type 2
diabetes mellitus (T2DM) for less than 6 years. In another
preferred embodiment, the subject is overweight or obese and
atincreased risk of a major adverse cardiovascular event, and
is a current tobacco smoker. In some embodiments, the cur-
rent smoker does not have T2DM.

In some embodiments, the overweight or obese subjects
that are at increased risk of adverse CV event or MACE
include subjects having one or more of the following condi-
tions:

(a) cardiovascular disease (CVD) (confirmed diagnosis or
atanincreased risk of CVD) optionally with at least one of the
following: a history of documented myocardial infarction >3
months prior to screening or identification; a history of coro-
nary revascularization (e.g., coronary artery bypass graft sur-
gery, stent placement, percutaneous transluminal coronary
angioplasty, or laser atherectomy); history of carotid or
peripheral revascularization (e.g., carotid endarterectomy,
lower extremity atherosclerotic disease atherectomy, repair
of abdominal aorta aneurysm, femoral or popliteal bypass);
angina with ischemic changes (resting ECG), ECG changes
on a graded exercise test (GXT), or positive cardiac imaging
study; ankle brachial index <0.9 (by simple palpation) within
prior 2 years; and =50% stenosis of a coronary, carotid, or
lower extremity artery within prior 2 years; and/or

(b) Type 2 diabetes mellitus, optionally with at least two of
the following: hypertension (controlled with or without phar-
macotherapy at <145/95 mm Hg); dyslipidemia requiring
pharmacotherapy; documented low HDL cholesterol (<50
mg/dl, in women or <40 mg/dl. in men) within prior 12
months; and current tobacco smoker.

Reduction or decrease of risk is most easily seen when
observing a population of treated subjects. Thus, for example,
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one may observe a decrease in predicted likelihood or risk of
MACE in a population by comparing actual MACE in that
treated population to a comparable untreated population. As
used herein, the same conclusion can be drawn for treatment
of an individual or subject falling into an at-risk or enhanced
risk category, even if rigid statistical correlations cannot be
demonstrated for that case where n=1. Nevertheless, likeli-
hood of MACE for an individual subject is considered to be
decreased if it is statistically decreased for any population of
subjects to which that individual belongs. References herein
to reducing or decreasing likelihood of MACE in a subject
should be interpreted to encompass decreasing for an indi-
vidual subject and/or decreasing the risk for a subject popu-
lation, unless the context clearly dictates otherwise.

Some embodiments provided herein include methods in
which the subject is being treated according to the standard of
care with existing medications, including medications to treat
diabetes, dyslipidemia, and hypertension. Thus, the embodi-
ments provided herein include administering Naltrexone
SR/Bupropion SR to a subject that is at risk of MACE and that
is being treated according to the standard of care with a
diabetes, dyslipidemia, or hypertension medication. The
embodiments provided herein also include administering
Naltrexone SR/Bupropion SR to a subject that is taking a
diabetes, dyslipidemia, or hypertension medication.

In some embodiments, the administration of naltrexone
and bupropion is continued for a period of; or of about, 1, 2,
3,4,6,8,10, 12, 16, 20, 24, 36, 48, or 52 weeks, or a range
defined by any two of the preceding values.

EXAMPLES

The examples below are non-limiting and are merely rep-
resentative of various aspects of the invention.

Example 1

A Multicenter, Randomized, Double-Blind, Placebo-Con-
trolled Study Assessing the Occurrence of Major Adverse
Cardiovascular Events (MACE) in Overweight and Obese
Subjects With Cardiovascular Risk Factors Receiving 32 mg
Naltrexone SR/360 mg Bupropion SR (“NB” or “NB32”).
The study consists of three periods (see FIG. 1):

1) Screening Period (starting at Visit 1, Screen, with
informed consent): up to 2 weeks to verify eligibility prior to
the first dose of study medication in the lead-in period.

2) Lead-in Period (starting at Visit 2, Week-2): double-
blind, 2-week period during which the subjects receive treat-
ment according to one of two sequences: 1 week of active
study medication (8 mg naltrexone SR/90 mg bupropion SR
[NB32]) once a day followed by 1 week of placebo once a
day; or 1 week of placebo followed by 1 week of active study
medication. Subjects are randomly assigned to NB32 or pla-
cebo for the lead-in period.

3) Treatment Period (starting at Visit 3, Day 1): double-
blind, randomized period during which the subjects who
completed the lead-in period and satisfied inclusion/exclu-
sion criteria receive active study medication or placebo. The
treatment period starts upon randomization at Visit 3 (Day 1).

a) At Visit 6 (Week 16) there is an evaluation of weight loss
and blood pressure changes relative to baseline observations.
The target weight loss is =25% with expected minimum weight
loss at 16 weeks of =2%. Subjects should be discontinued
from study medication at Week 16 if:

they have not lost at least 2% of their body weight or

they are experiencing sustained (e.g., at 2 or more visits)

increases in blood pressure (systolic or diastolic) of =10



US 9,119,850 B2

5

mm Hg. If the Investigator suspects that an elevated
blood pressure measurement may be spurious, subjects
should not be discontinued until the elevated measure-
ment is confirmed within 4 weeks.

b) All subjects participate in a comprehensive web-based
weight management program through completion of study
procedures, regardless of whether they are taking study medi-
cation.

¢) Every other month between visits past Visit 7 (Week 26),

5

6

Dyslipidemia requiring pharmacotherapy

Documented low HDL cholesterol (<50 mg/dL in
women or <40 mg/dL. in men) within prior 12 months

Current tobacco smoker.

Subjects having the following characteristics are to be
excluded: Myocardial infarction within 3 months prior to
screening; Angina pectoris Grade III or IV as per the Cana-
dian Cardiovascular Society grading scheme; Clinical history
of cerebrovascular disease (stroke); History of tachyarrhyth-
mia other than sinus tachycardia; Blood pressure =145/95

subjec.ts are asked to answer specific qu.estions pertaining to 10 Hg, irrespective of treatment with antihypertensive
compliance and hospltahza.mons (potentlal MACE or serious agents; Unstable weight within 3 months prior to screening
adverse events [SAEs]), using an internet- or telephone-based (e.g., weight gain or loss of >3%); Planned bariatric surgery,
data collection system. ) ) ) cardiac surgery, or coronary angioplasty; Severe renal impair-
d) All randomized subjects who discontinue study medi- ment defined by an estimated GFR <30 mL/min; Clinical
cation early complete the End-of-Treatment Visit procedures 13 history of liver failure or documented ALT or AST greater
and continue to participate in the study for the remainder of than 3 times the upper limit of normal (ULN); Known infec-
the trial for collection of MACE data. Subjects are asked to tion with HIV or hepatitis; Chronic use or positive screen for
come to the study site at their scheduled visits and complete ~ opioids; Recent drug or alcohol abuse or dependence (with
the internet- or telephone-based data collection every other the exception ofmcotlne d.epende.nce) Wlthm 6 months prior
month between visits past Visit 7 (Week 26) even though they 20 to screening; History of seizures (including febrile seizures),
are no longer taking study medication. cranial trauma, or other conditions that predispose the subject
Subjects must meet all of the following inclusion criteria to to seizures; History Qf mania or current dlagnos%s of active
be eligible for participation in this study. psychosis, active bulimia or anorexia nervosa (binge eating
1. =50 years of age (women) or =45 years of age (men) disorder is not exclusionary); At r1.sk for suicide attempts
- 55 based on the judgment of the Investigator; Acute depressive
2. Body mass index (BMI)=27 kg/m2 and <50 kg/m2 . . . .
T illness including new onset of depression or acute exacerba-
3. Waist circumference =88 cm (women) or =102 cm (men) . . .
. . . tion of symptoms (stable subjects on chronic treatment for
4. At increased risk of adverse cardiovascular outcomes: . - i1
- . - . . depression are not excluded); Any condition with life expect-
a. Cardiovascular disease (confirmed diagnosis or at high ticivated to be less than 4 tive heart
likelihood of cardiovascular disease) with at least one of ancy anticipated [o be fess than 4 years (e.g.., congestive he
the following: 3o failure NYHA Class 3 or 4); History of malignancy within the
History of documented myocardial infarction >3 previous 5 years, with exception of non-melanoma skin can-
months prior to screening cer or surgically cured cervical cancer; Current use of other
History of coronary revascularization (i.e., coronary bupr opion. or naltre?xone containing products; HiStOI'}{ of
artery bypass graft surgery, stent placement, percuta- hypersensitivity or intolerance to naltrexone or bupropion;
neous transluminal coronary angioplasty, or laser 35 Use of monoamine oxidase inhibitors within 14 days prior to
atherectomy) screening; Use of any investigational drug, device, or proce-
History of carotid or peripheral revascularization (i.e., dure within 30 days prior to screening; Pregnant or breast-
carotid endarterectomy, lower extremity atheroscle- feeding women, or currently trying to become pregnant, or of
rotic disease atherectomy, repair of abdominal aorta child-bearing potential (including peri-menopausal women
aneurysm, femoral or popliteal bypass) 40 Who have had a menstrual period within one year) and not
Angina with ischemic changes (resting ECG), ECG willing to practice birth control; Inability to consistently
changes on a graded exercise test (GXT), or positive access broadband internet; Employment by the Sponsor or
cardiac imaging study the study site, or co-habitation with another individual
Ankle brachial index <0.9 (by simple palpation) within enrolled in the study.
prior 2 years 45 The study medication (NB and placebo) is provided as
=50% stenosis of a coronary, carotid, or lower extremity tablets. Each active tablet contains 8 mg naltrexone SR/90 mg
artery within prior 2 years bupropion SR (8/90). All tablets, including placebo, are iden-
and/or tical in appearance to maintain blinding. Dose escalation
b. Type 2 diabetes mellitus with at least 2 of the following: occurs during the first 4 weeks of the treatment period, as
Hypertension (controlled with or without pharmaco- shown in the Table 1 below. Doses can be taken with or
therapy at <145/95 mm Hg) without food.
TABLE 1
Treatment Period
Week 4
Lead-in Period Week 1 Week 2 Week 3 through
Dose Schedule Week-2 Week-1  (Days 1-7) (Days 8-14) Days (15-21) end of study
Total Daily Dose*  8/90NB  &90NB  890NB 16/I80NB  24/270NB  32/360 NB
Morning 1tabNB 1tabPBO 1tabNB 1tabNBor 2tabsNBor 2tabs NB
or PBO or NB or PBO PBO PBO or PBO
Evening — — — ltabNBor 1tabNBor 2tabsNB
PBO PBO or PBO

*Doses shown are of naltrexone SR/bupropion SR (NB):

tab = tablet;
PBO = placebo.
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Example 2

Example 2 summarizes Contrave cardiovascular outcome
clinical study (NB-CVOT) results demonstrating that treat-
ment with 32 mg naltrexone sustained-release (SR)/360 mg
bupropion SR (NB or NB32) does not increase or decreases
the occurrence of Major Adverse Cardiovascular Events
(MACE) in overweight and obese subjects with cardiovascu-
lar risk factors. The general study patient inclusion criteria
and protocol are described in the Example 1. The treatment
period is ongoing, and the results reported are interim results.

At Week 16, there was an evaluation of weight loss and
blood pressure changes relative to baseline observations.
Subjects were to be discontinued from study medication at
Week 16 if they had not lost at least 2% of their body weight
or they were experiencing consecutive, sustained increases in
blood pressure (systolic or diastolic) of =10 mm Hg.

Study drug is to be administered, double-blind, for 3 to 4
years (2 weeks lead-in period and 3 to 4 years treatment
period). At the time of the interim analysis, mean duration of
exposure to study drug was 26.84 weeks for the placebo group
and 30.47 weeks for the NB group. Total subject-years on
study medication for the placebo and NB groups were 2289
and 2602, respectively.

Overall, 13,192 subjects were screened for eligibility, of
which 10,504 were enrolled into the lead-in period. A total of
8910 subjects who completed the lead-in period were subse-
quently randomized into the treatment period and received at
least one dose of treatment period study medication (4450 to
placebo and 4454 to NB). As ofthe 6 Nov. 2013 data cutoff for
the interim analysis, 1201 (placebo) and 1708 (NB) subjects
were continuing treatment with study medication. The major-
ity of the subjects in the ITT Population (95.2%) continued to
be followed for MACE while 4.8% were classified as non-
retainable for MACE follow-up because they revoked their
consent or became lost to follow-up. Importantly, vital status
checks using public records were performed for all subjects
who were classified as non-retainable for MACE follow-up.
Of the 428 subjects who were classified as non-retainable for
MACE follow-up, vital status was obtained for 359 subjects
leaving 69 subjects (0.8% of'the ITT Population) with no vital
status (either not obtained or pending) at the time of this
interim analysis. The most common reason for discontinua-
tion of study medication during the treatment period for NB
was due to an AE (7.4% placebo, 26.7% NB) and for placebo
was not meeting Week 16 continuation of treatment criteria
(40.7% placebo, 14.2% NB). All other reasons for discon-
tinuation of study medication were balanced between treat-
ment groups.

Demographic and Baseline Body Mass Characteristics

Demographic and baseline characteristics for subjects in
the ITT Population follows. The majority of subjects were
female (54.5%), White (83.5%), and not Hispanic or Latino
(93.5%). Mean age was 61.0 years. Mean baseline body
weight (106.0 kg), BMI (37.3 kg/m?), and waist circumfer-
ence (119.5 cm) were consistent with the criteria for over-
weight and obese.

The majority of subjects had T2DM (85.2%) with a smaller
proportion having a history of CV disease (CVD, 32.1%).
Treatment assignment was balanced within the primary base-
line risk groups with an overall distribution of 67.8%, 14.8%,
and 17.3% for T2DM only, CVD only, or T2DM with CVD,
respectively.

Among subjects with T2DM, the median duration of
T2DM was 7.7 years with 58.9% reporting durations of =6
years. Mean baseline HbAlc was 7.4%, and 52.7% had an
HbAlc =7%. Antidiabetic medication use at baseline was
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78.7% among all subjects in the ITT Population, which
reflected primarily metformin use (63.9%). Subjects with
T2DM were not required to have an HbAlc value within a
specified range for inclusion in the study and there were no
restrictions on antidiabetic medications.

The incidence of subjects with hypertension at baseline
was 92.9%. Antihypertension medication use at baseline was
93.4%, which reflected primarily angiotensin-converting
enzyme inhibitors (ACEI)/angiotensin II receptor blocker
(ARB) use (78.0%). Similarly, 91.8% of the subjects reported
dyslipidemia at baseline. Lipid altering medication use at
baseline was 88.4%, which was mostly attributed to statin
(HMG-CoA reductase inhibitor) use (80.4%). The incidence
of subjects who were current tobacco smokers at screening
was 9.2% and comparable between treatment groups. The CV
related baseline conditions, including laboratory values and
associated medication use, were comparable between treat-
ment groups and indicate that the subjects, while exhibiting
increased CV risk, were also treated for associated comor-
bidities according to standard of care.

Demographics and baseline characteristics were balanced
between treatment groups. There were no unexpected differ-
ences in the incidences and pattern of demographic and base-
line characteristics among the CV risk groups.

Medical History

To qualify for entry into the study, subjects were to be at
increased risk of CV outcomes by either having CV disease,
T2DM, or both as defined in inclusion criterion 4 of the
protocol set forth in Example 1. To be included in the CV
disease risk group “CV disease,” subjects were to have at least
one of the following: history of MI>3 months prior to screen-
ing (13.3%); coronary, carotid or peripheral revascularization
(25.9%, 0.9%, and 0.7%, respectively); angina with ischemic
changes, ECG changes on a graded exercise test, or positive
cardiac imaging study (3.8%); ankle brachial index <0.9
within prior 2 years (0.6%); or =50% stenosis of a coronary,
carotid, or lower extremity artery within prior 2 years (3.6%,
0.7%, and 0.2%, respectively).

To be included in the CV disease risk group “T2DM,”
subjects were to have T2DM (85.2%) with at least two of the
following: history of hypertension (92.9%), dyslipidemia
requiring pharmacotherapy (91.8%), documented low HDL
within the prior 12 months (29.4%), or was a current smoker
(9.2%).

CV medical history was balanced between treatment
groups. The incidences and pattern of CV medical history for
each CV risk group were expected for a population with CV
disease, T2DM, or both.

Analyses of Body Weight and Blood Pressure

Overall, mean weight loss was consistently 2% to 3%
greater for NB than placebo (FIG. 3). The clinically and
statistically meaningful weight loss was further demonstrated
by the higher proportion of subjects achieving =10% weight
loss from baseline to Week 52 with NB (12.3%) compared to
placebo (3.3%); odds ratio 4.13 (p<<0.0001). The weight loss
observed in this study is consistent with weight loss in sub-
jects with T2DM in previous NB studies, but the absolute and
placebo-corrected weight loss is less than observed for the
non-diabetic population in previous studies with NB.

In the NB group, blood pressure values were approxi-
mately 0.5 mm Hg higher than placebo at most time points,
which peaked at Week 8 with a treatment difference of
approximately 1 mm Hg that resolved by Week 16.

Primary MACE Analysis

The incidence of first MACE for the ITT Population is
presented in Table 2. The total subject-years at risk was simi-
lar between the treatment groups. The background MACE
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rate was 1.3% (placebo group), consistent with the intended
target of enrolling subjects with a background MACE rate of
1-1.5%.

Fewer subjects treated with NB (35, 0.8%) experienced a
primary endpoint event compared to placebo (59, 1.3%); HR
(hazard ratio) (95% CI) 0.59 (0.39-0.90). The incidence of the
individual MACE components of CV death and nonfatal MI
was lower for the NB group than placebo, and the incidence of
the MACE component nonfatal stroke was similar between
groups.

These results clearly meet the pre-specified requirement
set forth by the FDA of excluding a HR 0of 2.0 (a doubling of
the risk). Furthermore, the favorable point estimate and upper
bound of the 95% CI of less than 1.0 indicate that the risk of
MACE with NB is not elevated compared to placebo. A HR of
less than 1.0 indicates that NB reduces the risk of MACE.

Separation of the primary endpoint results by treatment
occurred early and was favorable for NB throughout the
assessment period (FIG. 2).

TABLE 2

Incidence of First MACE: ITT Population

Placebo NB
(N =4450) (N =4455)
MACE, n (%) of Subjects 59 (1.3%) 35 (0.8%)
CV Death 16 (0.4%) 5(0.1%)
Nonfatal MI 33 (0.7%) 23 (0.5%)
Nonfatal Stroke 10 (0.2%) 7 (0.2%)
Total Subject-years at Risk 4757.7 4769.0
HR (95% CI)! 0.59 (0.39, 0.90)
p-value? <0.0001

Abbreviations:

CI = confidence interval;

CV = cardiovascular;

HR = hazard ratio;

MACE = major adverse cardiovascular events;

MI = myocardial infarction;

NB = naltrexone SR 32 mg/bupropion SR 360 mg.

"Based on Cox proportional hazards model with treatment as a factor.
2p-value for testing the null hypothesis of HR = 2 vs. one-sided alternative.

Primary MACE Subgroup Analyses

The primary outcome variable (time to first MACE) was
evaluated by the following demographic variables and base-
line characteristics: CV risk group, age category, sex, race
grouping, ethnicity, BMI category, smoking status, HbAlc
category, study medication class, duration of T2DM category,
and renal impairment category. These analyses were con-
ducted to explore potential variation in the treatment effect.

Of the subgroups analyzed, two subgroups showed statis-
tically significant differences in time to first MACE: smoking
status and duration of T2DM. The HRs for the incidence of
first MACE for these subgroups are presented in Table 3 for
the ITT Population. The risk for MACE with NB relative to
placebo by subgroup was generally similar for the PP Popu-

lation.
TABLE 3
Incidence of First MACE by Subgroup: ITT Population
Subgroup Treatment N n (%) HR (95% CI)!
Smoking Status p = 0.02412

No Placebo 4036 49 (1.2%)

NB 4050 34(0.8%) 0.69 (0.44,1.07)
Yes Placebo 414 10 (2.4%)

NB 405 1(0.2%) 0.10(0.01,0.77)
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TABLE 3-continued

Incidence of First MACE by Subgroup: ITT Population

Subgroup Treatment N 1 (%) HR (95% CI)*
Duration of T2DM Category p = 0.01822
<6 years Placebo 1561 18 (1.2%)
NB 1494 4(0.3%)  0.24 (0.08, 0.70)
=6 years Placebo 2166 25 (1.2%)
NB 2205 24 (1.1%) 0.93 (0.53, 1.64)

Abbreviations:

CI = confidence interval;

NB = naltrexone SR 32 mg/bupropion SR 360 mg;

T2DM = type 2 diabetes mellitus.

"Based on Cox proportional hazards model; factors and covariates used to calculate the HR

and 95% CI for each subgroup are summarized in the source tables.
?Likelihood ratio-test for comparing the model with treatment*subgroup interaction term
and without interaction term.

These results show that subjects that have T2DM less than
6 years have a HR of 0.24, whereas those with T2DM 6 or
more years have a HR 0f 0.93. In comparison, the HR for the
entire study population was 0.59. Patients with T2DM less
than 6 years treated with NB have a significantly reduced risk
of MACE compared to those with T2DM 6 or more years.
Similarly, subjects that are current smokers have a HR of
0.10, whereas non-smokers have a HR of 0.69. Current smok-
ers treated with NB have a significantly reduced risk of
MACE compared to non-smokers.
Time to Cardiovascular Death

The CV death endpoint includes adjudicated outcomes of
sudden cardiac death, fatal M1, fatal stroke, and other fatal CV
causes. The incidence of CV death for the ITT Population are
presented in Table 4. The HR (95% CI) was 0.26 (0.10, 0.70)
and 0.56 (0.16, 1.94) for the ITT and PP Populations, respec-
tively, indicating that an excess risk of CV death has been
excluded at the time of the analysis. Sudden cardiac death and
other fatal CV causes were the primary contributors to the
endpoint. Separation of the CV death endpoint results by
treatment for the ITT and PP Populations occurred by Week
20 and was favorable for NB for the remainder of the assess-
ment period (FIG. 4).

TABLE 4

Incidence of Cardiovascular Death

ITT Population

Placebo NB

(N =4450) (N =4455)
CV Death, n (%) of Subjects 19 (0.4%) 5(0.1%)
Sudden Cardiac Death 8 (0.2%) 3 (<0.1%)
Fatal MI 3 (<0.1%) 1 (<0.1%)
Fatal Stroke 1 (<0.1%) 0
Other Fatal CV Causes 7 (0.2%) 1 (<0.1%)
Total Subject-years at Risk 4782.3 4787.5
HR (95% CI)! 0.26 (0.10, 0.70)
p-value? <0.0001

Abbreviations:

CI = confidence interval;

CV = cardiovascular;

HR = hazard ratio;

MI = myocardial infarction;

NB = naltrexone SR 32 mg/bupropion SR 360 mg.

"Based on Cox proportional hazards model with treatment as a factor.
2p-value for testing the null hypothesis of HR = 2 vs. one-sided alternative.

Time to First Myocardial Infarction

The MI endpoint includes adjudicated outcomes of fatal
and nonfatal MI. The incidence of first MI for the ITT Popu-
lation is presented in Table 5. The HR (95% CI) was 0.70
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(0.42, 1.19) and 0.83 (0.40, 1.71) for the ITT and PP Popu-
lations, respectively, indicating that an excess risk of MI has
been excluded at the time of the analysis. Throughout the
study, the risk of MI with NB was either favorable or similar

to placebo for the ITT and PP Populations (FIG. 5).
TABLE 5
Incidence of First Myocardial Infarction
ITT Population
Placebo NB

(N = 4450) (N = 4455)
MI, n (%) of Subjects 34 (0.8%) 24 (0.5%)
Nonfatal MI 33 (0.7%) 23 (0.5%)
Fatal MI 1 (<0.1%) 1 (<0.1%)
Total Subject-years at Risk 4763.1 4773.2
HR (95% CD)! 0.70 (0.42, 1.19)
p-value? <0.0001

Abbreviations:

CI = confidence interval;

HR = hazard ratio;

MI = myocardial infarction;

NB = naltrexone SR 32 mg/bupropion SR 360 mg.

'Based on Cox proportional hazards model with treatment as a factor.
2p-value for testing the null hypothesis of HR = 2 vs. one-sided alternative.

Time to First Stroke

The stroke endpoint includes adjudicated outcomes of fatal
and nonfatal stroke. The incidence of first stroke for the ITT
Population is presented in Table 6. The HR (95% CI) was 0.63
(0.25, 1.64) for the ITT Population, indicating that an excess
risk of stroke has been excluded at the time of the analysis for
this population.

Separation of the stroke endpoint results by treatment for
the ITT Population occurred after Week 20 and was favorable
for NB for the remainder of the assessment period (FIG. 6);
the proportion of subjects with stroke in the PP Population
was generally similar between treatment groups throughout
the study.

TABLE 6

Incidence of First Stroke

ITT Population

Placebo NB

(N = 4450) (N =4455)
Stroke, n (%) of Subjects 11 (0.2%) 7 (0.2%)
Nonfatal Stroke 10 (0.2%) 7 (0.2%)
Fatal Stroke 1 (<0.1%) 0
Total Subject-years at Risk 4777.0 4783.3
HR (95% CI)! 0.63 (0.25,1.64)
p-value? 0.0088

Abbreviations:

CI = confidence interval;

HR = hazard ratio;

NB = naltrexone SR 32 mg/bupropion SR 360 mg.

"Based on Cox proportional hazards model with treatment as a factor.
2p-value for testing the null hypothesis of HR = 2 vs. one-sided alternative.

All-Cause Mortality Endpoint and Other Cardiovascular
Endpoints

An overview of the all-cause mortality endpoint and other
CV endpoint measures for the ITT Population is presented in
Table 7. The HR (95% CI) for all-cause mortality had a point
estimate favoring NB (0.45 [0.22, 0.96]). As expected given
the population and study design, CV death was the primary
contributor to the all-cause mortality endpoint. Separation of
the all-cause mortality endpoint results by treatment for the
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ITT Population occurred after Week 16 and was favorable for
NB for the remainder of the assessment period (FIG. 7). More
subjects treated with NB experienced an endpoint event of
HUSA (29, 0.7%) compared to placebo (23, 0.5%); HR (95%
CI) 1.26 (0.73, 2.18). Separation of HUSA endpoint results
by treatment for the ITT Population occurred early and was
favorable for placebo. Importantly, this observation was not
associated with an increase in coronary revascularization
events (HR [95% CI] of 1.00[0.71, 1.41]). An endpoint event
of coronary revascularization procedures was experienced by
65 (1.5%) subjects in each treatment group. Throughout the
study, the risk of coronary revascularization events with NB
was similar to placebo for the ITT Population.

The HR (95% CI) for first five-point expanded MACE had
a point estimate favoring NB (0.87 [0.65, 1.15]). Five-point
expanded MACE includes adjudicated outcomes of CV
death, nonfatal MI, nonfatal stroke, nonfatal HUSA, and
coronary revascularization procedure. The incidence of first
coronary revascularization procedure, the only term not
included for four-point expanded MACE, was similar for
both treatment groups (0.7% each). The all-cause mortality
endpoint and other CV endpoint measures were also evalu-
ated for the ITT Population by CV risk group, age category,
sex, race grouping, ethnicity, and BMI category.

TABLE 7

Incidence of All-Cause Mortality Endpoint and
Other Cardiovascular Endpoints

ITT Population

Placebo NB

(N = 4450) (N =4455)
All-Cause Mortality, n (%) of Subjects 22 (0.5%) 10 (0.2%)
CV Death 19 (0.4%) 5(0.1%)
Non-CV Death 3 (<0.1%) 5(0.1%)
Total Subject-years at Risk 4782.3 4787.5
HR (95% CI)! 0.45 (0.22,0.96)
p-value? <0.0001

Abbreviations:

CI = confidence interval;

CV = cardiovascular;

HR = hazard ratio;

NB = naltrexone SR 32 mg/bupropion SR 360 mg.

'Based on Cox proportional hazards model with treatment as a factor.
2p-value for testing the null hypothesis of HR = 2 vs. one-sided alternative.

Change in Systolic Blood Pressure

The mean change in systolic blood pressure from baseline
by visit for the ITT (with LOCF) Population is presented in
FIG. 8. Note that only 44.8% of subjects had completed the
Week 52 visit prior to the interim analysis cut-off date. Thus,
the last observation taken at the time of the cut-off date was
carried forward to Week 52 for subjects receiving medication
who had not yet reached Week 52. Blood pressure changes
were slightly more favorable with placebo than NB at each
time point. In the placebo group, mean systolic blood pres-
sure decreased below baseline at Week 2, then steadily
increased through Week 52. In the NB group, systolic blood
pressure values were approximately 0.5 mm Hg higher than
placebo at most time points, which peaked at Week 8 with a
treatment difference of approximately 1 mm Hg that resolved
by Week 16.

Subjects who did not meet the continuation of treatment
criteria due to sustained increases in blood pressure (or insuf-
ficient weight loss) were discontinued from treatment, which
is reflected in a sharp decrease in the systolic blood pressure
after Week 16 for both treatment groups for the PP Population
compared to the ITT Population (with LOCF). Additionally,
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all subjects in the NB group were on treatment at each time
point per the PP Population definition and under the sym-
pathomimetic effects of bupropion, which contributed to the
magnitude of the treatment difference after Week 16 com-
pared to the ITT Population (with LOCF).
Change in Diastolic Blood Pressure

The mean change in diastolic blood pressure from baseline
by visit for the ITT (with LOCF) Population is presented in
FIG. 9. Note that only 44.8% of subjects had completed the
Week 52 visit prior to the interim analysis cut-off date. Thus,
the last observation taken at the time of the cut-off date was
carried forward to Week 52 for subjects receiving medication
who had not yet reached Week 52. Blood pressure changes
were more favorable with placebo than NB at each time point.
In the placebo group, mean diastolic blood pressure was
within 1 mm Hg from baseline at each time point through
Week 52. In the NB group, diastolic blood pressure values
were approximately 0.5 mm Hg higher than placebo at most
time points, which peaked at Week 8 with a treatment differ-
ence of approximately 1 mm Hg that resolved by Week 16.

Subjects who did not meet the continuation of treatment
criteria due to sustained increases in blood pressure (or insuf-
ficient weight loss) were discontinued from treatment, which
is reflected in a sharp decrease in the diastolic blood pressure
after Week 16 for both treatment groups for the PP Population
compared to the ITT Population (with LOCF). Additionally,
all subjects in the NB group were on treatment at each time
point per the PP Population definition and under the sym-
pathomimetic effects of bupropion, which contributed to the
magnitude of the treatment difference after Week 16 com-
pared to the ITT Population (with LOCF).

Overall, the small relative increases in diastolic blood pres-
sure with NB treatment relative to placebo in NB-CVOT are
consistent with that observed in the Phase 3 program.

CONCLUSIONS

In conclusion, the favorable point estimate for the hazard
ratio (HR) and upper bound of the 95% CI of less than 1.0 at
the time of this interim analysis indicate that the risk of
MACE in overweight and obese subjects treated with NB is
not increased compared to those receiving placebo. The point
estimate for primary MACE observed in this study (HR [95%
CI]: 0.59 [0.39, 0.90]) suggests that the treatment with NB
reduces the risk of MACE, rather than increasing it as antici-
pated by the FDA. Of note, these favorable results were
observed in a population well treated according to standard of
care with medications to treat diabetes, dyslipidemia, and
hypertension. Despite the small relative increases in blood
pressure with NB treatment, which were also observed in
earlier trials, the results of the MACE endpoints at the time of
the interim analysis clearly suggests no harm related to the
mild sympathomimetic action of NB.

While the patient population receiving NB had a reduced
HR for MACE, two NB patient subpopulations demonstrated
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a statistically significant effect on the risk o MACE: smoking
status and duration of T2DM. Current smokers (HR [95%
CI]: 0.10 [0.01, 0.77]) and patients with T2DM less than 6
years (HR [95% CI]:0.24 [0.08, 0.70]) showed a greater
reduction in the risk of MACE compared to non-smokers (HR
[95% CI]: 0.69 [0.44, 1.07]) and patients with T2DM 6 or
more years (HR [95% CI]: 0.93 (0.53, 1.64]). Based on these
results, overweight or obese patients at increased risk of
adverse cardiovascular events who are current smokers or
have T2DM less than 6 years will benefit from treatment with
NB by significantly reducing their risk of MACE compared to
the general population of overweight or obese patients at
increased risk of adverse cardiovascular events.

What is claimed is:
1. A method of treating a subject for overweight or obesity,
comprising:
selecting for treatment an overweight or obese subject at
increased risk of a major adverse cardiovascular event
that (a) has had type-two diabetes for a period of less
than 6 years, or (b) is a current smoker that does not have
type-two diabetes; and
treating the subject for overweight or obesity by adminis-
tering to the subject a daily dose of 32 mg of sustained
release naltrexone, or a pharmaceutically acceptable salt
thereof and 360 mg bupropion, or a pharmaceutically
acceptable salt thereof, for a period of at least 12 weeks,
wherein said administering reduces the risk of a major
adverse cardiovascular event in said overweight or obese
subject.
2. The method of claim 1, wherein the subject was admin-
istered:
about 8 mg of said sustained release naltrexone or a phar-
maceutically acceptable salt thereof and about 90 mg of
said sustained release bupropion or a pharmaceutically
acceptable salt thereof daily for a first week of treatment;
about 16 mg of said sustained release naltrexone or a phar-
maceutically acceptable salt thereof and about 180 mg
of said sustained release bupropion or a pharmaceuti-
cally acceptable salt thereof daily for a second week of
treatment;
about 24 mg of said sustained release naltrexone or a phar-
maceutically acceptable salt thereof and about 270 mg
of said sustained release bupropion or a pharmaceuti-
cally acceptable salt thereof daily for a third week of
treatment; and
about 32 mg of said sustained release naltrexone or a phar-
maceutically acceptable salt thereof and about 360 mg
of said sustained release bupropion or a pharmaceuti-
cally acceptable salt thereof daily for a fourth week of
treatment and any subsequent weeks of treatment.
3. The method of claim 1, wherein the period of treatment
is at least 20 weeks.



